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1 PROTOCOL SUMMARY 
1.1 Synopsis 
The primary objectives of this study are to evaluate the safety and efficacy of BMS-986165 
compared with placebo with regard to measures of renal function in subjects with lupus nephritis 
(LN). 

Prospective subjects may be enrolled if they meet all eligibility criteria including biopsy results 
that confirm active LN International Society of Nephrology/Renal Pathology Society (ISN/RPS)1 
Class III or IV (alone or in combination with Class V).  

After at least 12 weeks (but ≤ 24 weeks) of treatment with mycophenolate mofetil (MMF) at a 
dose of 1.5 to 3.0 g/day, subjects with an inadequate renal response may be randomized in a 
double-blind manner to one of the BMS-986165 treatment groups or placebo as add-on treatment 
to MMF and corticosteroids. Subjects will be monitored and evaluated every 4 weeks for 52 weeks 
while they receive blinded study treatment plus continued MMF. Subjects who do not qualify for 
randomization may continue taking open-label MMF in Part B.  

 
 
 
 
 
 
 
 

 

Protocol Title: A Phase 2, Randomized, Double-blind, Placebo-controlled Evaluation of the 
Safety and Efficacy of BMS-986165 with Background Treatment in Subjects with Lupus Nephritis 

Study Phase: 2 

Rationale: Lupus nephritis is one of the most serious manifestations of systemic lupus 
erythematosus (SLE) but the prognosis for patients with LN has not substantially improved since 
the 1980s.2 BMS-986165 is a novel, oral, selective tyrosine kinase 2 (TYK2) inhibitor with a 
unique mechanism of action distinct from other kinase inhibitors that has shown efficacy in 
subjects with autoimmune diseases and in murine models of SLE and LN.3, 4, 5 This study is 
designed to assess whether add-on therapy with BMS-986165 might improve renal function in 
subjects who do not adequately respond to initial treatment with MMF. 

Study Population: 

Individuals aged 18 (or local age of majority) to 75 years inclusive who meet all the inclusion 
criteria and none of the exclusion criteria may be eligible to enroll in the study. Key inclusion 
criteria include the following: 

Meet the SLE International Collaborating Clinics criteria for SLE

14
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ISN/RPS Class III or IV (or Class V in combination with Class III or IV) lupus nephritis
Urine protein:creatinine ratio (UPCR) ≥ 1.5 mg/mg assessed in a 24-hour urine sample
for subjects who have had a biopsy within 6 months of screening
UPCR ≥ 1 mg/mg assessed in a 24-hour urine sample for subjects who have had a biopsy
within 3 months of screening

Individuals with any of the following key exclusion criteria will not be eligible to participate: pure 
ISN/RPS Class V membranous LN; an estimated glomerular filtration rate (eGFR; calculated using 
the Modification of Diet in Renal Disease [MDRD] equation) ≤ 30 mL/minute/1.73 m2; end-stage 
renal disease, body mass index ≥ 40 kg/m2; active infection, or certain other serious illnesses.  

See the full protocol for a complete list of inclusion and exclusion criteria. 

Primary and Secondary Objectives and Endpoints: 

Objective Endpoint 

Primary – 52-week Blinded Treatment Period (Part B) 

Safety: To assess the safety and tolerability of
BMS-986165 in LN

AEs, vital signs, ECGs, and laboratory
abnormalities from baseline through Week 52

Efficacy: To evaluate the efficacy of
BMS-986165 compared with placebo with
regard to proteinuria

Percentage change from baseline in 24-hour UPCR
at Week 24

Secondary– 52-week Blinded Treatment Period (Part B) 

Efficacy – To evaluate the efficacy of
BMS-986165 with regard to measures of renal
function and SLE activity

PRR at Week 24, defined as ≥ 50% reduction from
baseline in 24-hour UPCR
CRR at Week 24, defined as both of the following:

24-hour UPCR ≤ 0.5 mg/mg
eGFR ≥ 60 mL/min or ≤ 20% decrease from
baseline

CRR at Week 52
CRR + successful CS taper to ≤ 7.5 mg/day at
Week 24
CRR + successful CS taper to ≤ 7.5 mg/day at
Week 52
PRR at Week 52

AE = adverse event; CRR = complete renal response; CS = corticosteroid; ECG = electrocardiogram; eGFR = estimated 
glomerular filtration rate; LN = lupus nephritis; PRR = partial renal response; SLE = systemic lupus erythematosus; 
UPCR = urine protein:creatinine ratio 
Note: eGFR will be calculated using the Modification of Diet in Renal Disease (MDRD) equation 

Overall Design: 

This is a 3-part, multicenter, randomized, double-blind study in which eligible subjects will be 
assessed for renal response after having received a total of at least 12 weeks (but ≤ 24 weeks) of 
treatment with MMF at a target dose of 1.5 to 3.0 g/day. Subjects will receive 12 weeks of target-
dose MMF in Part A of the study if they have not been taking target-dose MMF at screening. 
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Subjects who have been taking target-dose MMF for ≥ 1 day but < 12 weeks at screening will 
continue to receive target-dose MMF in Part A until they reach 12 weeks of total MMF treatment. 
Subjects who have been taking target-dose MMF for ≥ 12 weeks but ≤ 24 weeks at screening will 
enter the study at Visit A4 to immediately be assessed for renal response and entry into Part B.  

Subjects with an inadequate renal response to MMF may be randomized to blinded study treatment 
with one of two doses of BMS-986165 or placebo as add-on therapy to MMF in Part B. Inadequate 
response is defined as < 50% reduction in 24-hour UPCR from the pre-MMF value and a 24-hour 
UPCR ≥ 1.0 mg/mg. Randomized subjects will continue taking open-label MMF with or without 
corticosteroids. Randomization will be stratified by baseline UPCR < 3.0 mg/mg versus 
≥ 3.0 mg/mg and the total cumulative intravenous (IV) corticosteroid (methylprednisolone or 
parenteral equivalent) dose given in the 16 weeks before randomization (< 250 mg versus 
≥ 250 mg). 

Subjects who meet the criteria to continue in Part B but do not meet the randomization criteria may 
continue in Part B on open-label MMF with or without corticosteroids and will have the same 
assessments in Part B as randomized subjects. These nonrandomized subjects will exit the study 
at the end of Part B. 

Corticosteroids are permitted but not required in this study. Subjects who are taking corticosteroids 
will have their dose tapered (if possible) during Part B. 

In Part B, all (randomized and nonrandomized) subjects will be evaluated at study visits every 
4 weeks through Week 52.  

 
 
 
 
 
 

 

Optional renal biopsies may be performed at Week 52 , as well as at the end of 
treatment for subjects who discontinue early if discontinuation occurs after Week 24 of Part B. 
After the last treatment visit (Week 52  or early discontinuation), subjects will attend a 
final end-of-study visit at the end of a 28-day follow-up period. 

Number of Subjects: 

A sufficient number of individuals will be screened so that approximately 78 subjects will be 
randomized in Part B of the study (52 subjects in the combined BMS-986165 groups and 
26 subjects in the placebo group). 
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Treatment Arms and Duration: 

Subjects who are eligible to continue in Part B of the study will continue open-label MMF with or 
without corticosteroids. Subjects who also meet the randomization criteria will be randomized in 
a double-blind manner to add-on therapy with one of the following: 

3 mg BMS-986165 BID

6 mg BMS-986165 BID

Placebo BID

The total duration of participation in the study is up to  weeks, which includes the following 
periods:  

Screening period: approximately 28 days

Treatment period:

o Part A: Open-label MMF (1.5 to 3.0 g/day) run-in period of up to 12 weeks,
depending on duration of treatment with MMF at the time of screening, with
study visits as indicated in Table 2

o Approximately 1 week between the last visit in Part A and the first visit in Part B

o Part B: Randomization followed by blinded study treatment for 52 weeks plus
continued open-label MMF with or without corticosteroids (or just continued
open-label MMF with or without corticosteroids for those who are not
randomized); all subjects will attend study visits every 4 weeks and undergo
assessments as indicated in Table 3

o

A follow-up period of 28 ± 3 days followed by an end-of-study visit
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Study Treatments: 

Study Treatments for Protocol IM011073 

Product 
Description/ Class 
and Dosage Form Potency IP/Non-IP 

Blinded or 
Open Label 

Packaging/ 
Appearance 

Storage Conditions 
(per label) 

BMS-986165 
oral tablet 

3 mg or 
6 mg IP Blinded 

Blister card 
containing 
64 tablets 

Store at 15°to 25°C. 
Store in original 

container. Protect from 
light. 

Placebo matching 
BMS-986165 oral 

tablet 
N/A IP Blinded 

Blister card 
containing 

64 placebo tablets 

Store at 15°to 25°C. 
Store in original 

container. Protect from 
light. 

Mycophenolate 
mofetil 500 mg IP Open label Bottles or blister 

card of tablets 
See storage conditions 

on the container 

IP = investigational product 

Statistical Methods: 

A sample size of 52 randomized subjects in the combined BMS-986165 treatment groups 
(26 subjects in the BMS-986165 6 mg BID group and 26 in the BMS-986165 3 mg BID group) 
and 26 subjects in the placebo group will provide 88% power (at a one-sided significance level of 
0.10)  

 
 
 
 
 

. 

The change from baseline in log-transformed 24-hour UPCR at Week 24 will be analyzed using 
analysis of covariance (ANCOVA) with treatment groups and randomization stratification factors 
as fixed effects and the log-transformed baseline value as a covariate added in the model. Relative 
treatment differences on least-square means and corresponding 2-sided 95% CIs in primary 
endpoint, the percentage change from baseline in 24-hour UPCR at Week 24 on the original scale, 
will be provided for combined BMS-986165 treatment groups and placebo. Additionally, 
least-square means and 2-sided CIs will be provided for the relative difference between each 
BMS-986165 treatment group and placebo will be provided in similar method for the Full Analysis 
Set (FAS). There will be no adjustment of the Type 1 error rate for multiple comparisons or testing 
of multiple endpoints. 

Treatment-emergent adverse events (TEAEs), serious adverse events, deaths, adverse events (AEs) 
leading to discontinuation of the investigational product (IP), AEs by maximum severity, and AEs 
by relationship to IP will be summarized by the Medical Dictionary for Regulatory Activities 
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system organ class and preferred term. All TEAEs, AEs of interest, as well as any adjudicated AE 
category will also be summarized by preferred term sorted by decreasing frequency. 

 
 

An external Data Monitoring Committee will perform safety 
monitoring by blinded treatment group.
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APPENDIX 20 TUBERCULOSIS RISK ASSESSMENT TOOL 

A subject with any of the 3 following high-risk factors will have an interferon-gamma release 
assay (IGRA): 

Yes No 
1. Recent close or prolonged contact with someone with infectious TB disease

2. High-risk profession or situations, like being patient-facing, eg, healthcare
providers

3. Recent travel to or from a high burden country for TB (please see country list
from UN partner website, Stop TB):
http://www.stoptb.org/countries/tbdata.asp

TB = tuberculosis; UN = United Nations 
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